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(54) MEDICAL PREPARATION COMPOSED OF 
CAPTOPRIL ANALOGUE 

(57) Abstract: 

PURPOSE: To provide a new antihypertensive agent 
composed of a base containing a specified captopril 
analogue, exhibiting a more excellent percutaneous 
absorption than captopril itself, relatively low in side 
effect and excellent in safety. 

CONSTITUTION: This preparation is composed of a base 
containing a captopril analogue of formula I (R 1 is a 1 
to 4C alkyl; R 2 is H or a 2 to 4C acyl) preferably in an 
amount of about 5 to 50wt%. For example, captopril 
methyl ester of formula II can be synthesized, e.g. by 
adding methanol, dichloromethane and 
N,N-dimethylformamide to the captopril disulfide 
compound of formula til, adding dropwise and reacting 
thionyl chloride with the resultant solution in an 
atmosphere of nitrogen to obtain the ester compound of 
formula IV and further reacting tributylphosphine 
therewith in a solvent composed of acetonitrile and 
methanol. 
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(54) PERCUTANEOUSLY ABSORBED 

ANTIHYPERTENSIVE AGENT CAPABLE OF 
CONTROLLING RELEASE INITIATION TIME 

(57) Abstract: 

PURPOSE: To provide a percutaneously absorbed 
antihypertensive agent capable of controlling its 
medicine release initiation time and sustainedly 
supplying the medicine at a constant rate after the 
initiation of releasing. 

CONSTITUTION: This percutaneously absorbed 
antihypertensive preparation contains as indispensable 
ingredients (A) a medicine, preferably a 
dihydropyridine-based calcium antagonist (e.g. 
nicaldipine hydrochloride) or an angiotensin I 
converting enzyme inhibitor (e.g. captopril), (B) a 
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hydrophilic substance, e.g. a 1-4C alcohol or a 2-40C 
polyhydric alcohol having 2 or more hydroxyl groups, (C) 
a lipophilic substance, e.g. a 10-20C unsaturated fatty 
acid or a 10-20C aliphatic alcohol and (D) a water 
absorbing substance, e.g. a polymer such as a 
crosslinked type acrylic acid polymer, or an inorganic 
filler such as a magnesium aluminate metasilicate. The 
blended amounts of each ingredient are 70-95wt.% 
ingredient B (10-100 fold the weight of A), 0.1-10wt% 
ingredient C (0.01-10 fold the weight of A) and 
0.1-10wt.% ingredient D. and (100:0. 1)-(100: 10) weight 
ratio of the ingredients B:C. The excessive hypotension 
during the night and the elevation of blood pressure 
before rising in early morning can be prevented by 
pasting this preparation before sleeping. 
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